[Study of the antiviral mechanism of action of ribavirin in the bovine viral diarrhea virus model].
Due to the absence of a cell culture model for HCV, this study evaluated the hypothesis of lethal mutagenic activity of the guanosin analogue ribavirin in HCV, using the BVDV model. First the capacity of ribavirin to inhibit BVDV replication in cell culture was studied. We then amplified by RT-PCR the 5'NTR and NS5B regions of BVDV in the supernatants of BVDV-infected cell cultures treated with increasing concentrations of ribavirin. The PCR products were then sequenced to detect potential mutations. At a phenotypic level, the inhibition of BVDV replication by ribavirin was most potent when ribavirin was administered soon after BVDV inoculation. These results show a direct antiviral effect of ribavirin on BVDV at an early stage of the viral cycle. At a genotypic level, ribavirin decreased viral RNA levels. This study shows that ribavirin directly inhibits BVDV replication. These results could explain the synergistic effect of ribavirin and IFN in combined therapy in chronic carriers of HCV. This effect must be confirmed with subgenomic replicons of HCV.